We read with interest the manuscript by Rusyn and Bataller [1] . The authors summarized the various mechanisms of alcohol-induced toxicity and organ damage in a seven-layered diagram. In this diagram, the authors demonstrated that alcohol toxic mediators, as acetaldehyde and ROS, activate several cellular molecular mechanisms such as hypoxia, ER stress, and DNA damage (layer 4), resulting in pathological changes in most body organs (layer 5). These changes include steatosis, apoptosis/necrosis, fibrosis, and cancer. However, we do believe that there is a missing link between layer 4 and 5; that is autophagy which is an essential regulator of alcohol toxicity, therefore, we suggest this missing layer to be autophagy layer (4R) (Fig. 1) .
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